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[0132] ^Stt^S*^W#^^^LT, *l4#^°nhVtt^^i^V^^tt^i-, 

Wb^^bT, ^flqftW^ fc£*.f£, DMAE^WV^/^: (CH ) 

3 2 

N-CH CH OH)/jI^S03i^Jffl$tl/5o 

2 2 

[0133] /c^;Mfc°yvV£fflV^*§i^ 7M«^f*»f*ff fcfcfLT, WV^ttWm %£* 
_tl5f*ff %.l^T\ «t!9^W^ttl0^*39f%Jj:S#li-5ri:*s-e#5 o dmae 

[0134] ^^0-g-^3ff^#at^^^HT5Wk^«:, tK^^LT, Rl^M^ 
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[0135] 05fc:^Ufc.fc5fc, tcbx.lt, 10v/v%^_h20v/ / v%WT®DMAE7X^^^ 
V\ 50 o CU±.70 o C^T<DU&X30^^±120^^T7K^R^n^b^X^^ 

o 

[0136] ^(D^mMM%^^7km&&m^^fz.njK^m^ Rj^m^^^-vm^c 
[0137] t£%>, ^f/u^^m^ti^mm^, f^mnit^i&^-f, ^o, tk^mv 

[0138] Sflfofc&Sfcl^Tte, ^tt^^nb^tt^iLT, J^Stt^aS*^#ilfb^ 

b~LX s T^h~hVs^teb*(DfcmWc4SXT<D~hV/i'm. J $>, T'th^teb^mmWt^ 
T<D^h>Mt£b*%mf&^btfX^Z) 0 
[0139] C^T^/^cD^^CB^^fS^®^, -1^ ^tt#7°nh^[4^^IJffl 

[0140] rcD^, c^T^/m^M^^^fS^coSJ^^M^T^f T^rCDS^-lt^ 
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[0145] 



[oi4i] mz. 



[0142] ^^^°ll4-e« N jp^K^aSF^O— jiOKiS^^Sr^-tfiS^^^LT, W 



[0143] — ^TnW^lctbfe^— ^CTcSM^cltlSDS-PAGE^^^cD^Vv®^^! 



[0144] J&iT?, T^7^*(D^V^^^^#Lfc^tl^li^L^^^c^T5y^^ 
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[0146] 



[0148] 



[0147] ^7C, 



[0149] ^/c N MMftmz£%ft^m<D%\m^ MALDi-TOF-Msmn^mm-r^t 
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[0150] ^fc, c^t^T^ymKDm^^nx^^^y^vD^^-m^ 4000^®^ 

^*^^^V>-C*f^:i-5T^/ai<D#^^f5^^x fct^ifi, Asni;Asp, Gln^r 



[0151] ^y7 p ii4^*3v>T, hv-T'^tim&fTStiib. n mt-r&c 

X 5 MALDI-TOF-M S S [ J ^ *5 «t Xf ^^J^ffi \Z. S. 5 MALDI-TOF-MS M ^© 

[0153] r©<t5^ -ii<z)c*mijo-<^K»f>T-^^-r6^^^i«, m^>m 
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[0154] 7^*3, ^mmnm^m^x, ^/u^^mmbu^mmitm—^A^m-r^-h 



[0155] C^T^/m^^-r6M^T«, JifS^db) t^L7cJ;5{-> T^KIo-n" 

T^V$£&%:mf&~tZ>*^=-^m (C = 0) £-f5:/g (-NH-) ^M$kT 

%m-i-%^tx\ ^(D^mt?j:%T^/mMm^7°vv>bmfei-%^b^mxfo% 0 

[0156] ^fc, fH^ ^^-F^Oiry^aX^bW^^aS^^-rStKn^^S, 



113 ^*5V ^TO-Tv'/V 



[0157] ^/c. 



S (-NH-CH (CH OH) -CO-) ) (D^ik87, W^HS (-NH-CH (CH CH 

2 2 
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-CONH ) -CO-) 60^*128, (-NH-CH (CH CH -COOH 

2 2 2 2 

)-CO-)(D^*129 N N-7*f /HJ v^y^S (-NH-CH (CH CH CH CH NH- 

2 2 2 2 

COCH )-CO-)CO^*170i:®MLT*5'9, I^Ciotft, #Ti?^vWfcf£&£ 

3 

[0158] f^^a(D^^y°^^oit^P7KMS^*3V^T, irU^aS^b^ 

&X%% 0 

[0159] ^^W^HO^feTIi, ^m^^^JC&^frfW^b. fc^fi, - 

[0160] ifcfc, ^Hl^l-Ctt, ^ii^^^fbfc^O^^-rS-^^K^t-T 

[oi6i] t£$3, ^mm^m^^^x, ^tM^s^tt, — ^c^ft^m^<ij)<£r& 
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[0162] ^^^«^/1c«]^^J:5^f^t5^, *Nfe^*rS^^K^^, 

x^/-;i/(HS-C H -OH : 2-^;l/*^hx^/-;i/) , DTT^tbWb^ib 

2 2 

[0163] ^"MIS^^T, ^^°113^, -<^K^cDf*!lS02gA^T5fu 

[0164] roi^i^^ tu^S^^^^^^K^N-T^/Hb^^t/O-T^/H^SJS 

[0165] Sfc, ^m^2-6m^<Z)ii:#lT/^^S*<Z)^^7K^^IJfflrSr^^^ 



WO 2005/078447 35 PCT/JP2004/012107 

[0166] ^tt^^nb^tt^fiy^oWJ^P^jg-^^S^^-rS^^^-t?^^ 
# 7 °uh^tt^^-r§r^^t:^5 o fc££f£, sJvWvT^K (HCONH 

2 

[0167] Mm^y^h^mm^xn, r/^^mMTK^^^m^m^n, * 

[0168] £X±.£<9, fckx.lt, 20v/v%m7kWtWt<Dfc/UJ*T^b*f$&&Rl\< \ 50— 60°CU 

m<Dumx2-mmnmr^/u^m'k^x^^ 0 ^^xntmm^n^t^ 
[oi69] mr.<DmMwm) 



WO 2005/078447 36 PCT/JP2004/012107 

[oi7o] Rmi&mmtvxi^m^mm^mit^^m\^ 0 m.m^m.m^mmt 

^rfflv^T^J:v\ ^ftnftMteu /c<^^^\ ^yyy, yy^yyy, -tVK— ;^<z)2iS; 
, ^yy>yyy N ^yo/^y^yyy, ryyyv^cDT^y^iry^yrn^hyv? 
[oi7i] EI6«, ^»m^(-#6C7fe^T^ymiB^Jc7)5>*f¥JiB^i-0y?fe5o 06^ 

— y 3 y (1113^^^113) %i&mi-z>^b&x%z> 0 rtus, mmmm^h, yv^ 

[0172] ^Vv^^fetl?*i-5t°yv ; ^^l^^©t°yv ? ^C>1ii^fi> tckx.&lv/v%&s± 
40v/v%^T\ ^f^b<«10v/ / v%|^_b30v / yv%^T^-r5r^^S-e#5o 

tt, ^a^^2O^r H ^30li^7ML.-ctf 5-i^t?#-5 0 r®y#, ^Vy^cBB^^J; 
[0173] fc^xi«\ iv/v%(Dt o yy ? y^y i Vi-^femf#bfc^, ^^^ii3cos^# 

50— 80°C^T10— 20^KMtIlt2)-^^t|:5 0 fc£;U^ 20v 

/v%<D\?y*?i/\z.?;v&^}b&mjtM&, ^5/y°ii3y)S^#^, 5o-8o°c 

^t5^4^MSS^, ^k^ffclft^te, 60°C^T10^— 1^fW@^^* 
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xmm-r^k^x^ 0 mM^mm^mmt&m^ /v%mf^x%><^t\^ 

[0175] m^commmm) 

o J:o-r, mi-m^^m^xmm^t^^y^io^nw^m^^^^-v^ 

&X%% 0 

[0176] mmMbisXte, itk%.t£. mm&Kffi&m&h^k&w&m^z.k&x'%?> 0 * 

^T^T^Vm^^^W^^V^mmb^VX^yh^— f&l&l&i'Zo Z.V>f£ 

[0177] mmRitKm^xn, ^mm^Km^nm^x, ^7°fK©c*Mfi 



WO 2005/078447 
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[0178] Wffift\bVXy/V#;VT;V^\iY*fem\Jfcm'fr, tcb^mu^n^T^io 

[oi79] mm<Dmm^m) 

[0180] ■fc'MWMMZ-$5\^Xh, ^^°113(03)(7) iS-OHS^J:^ £ -NH 

2 

[oi8i] ^wti^fev^Tt, N-rv/Wbfe«ttj ? o-Tv'/Hb(i, ^frftrta^ tctx.it 



[0182] £7c, ^^K^^#^^Siry^am^j;^>^^^aMiJ^»tKn^S^ 



WO 2005/078447 
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[0183] T ;vfr^W^mhT ;v%i/W.<DM%<nm&^W&, 1tb?LtfZ, HMWM<DKfo 

o 

[0184] ^(Dt^, T;v^m.^i.XJ-T;v^mMi^^it\^X, io°C— 60°CUM(onmx\ 

mM<Dfti±%mf&x%zmw%m^zLtmi-£^\ T^x^mM^t^x, m* 

[0186] ^/c, ^^113^*5V^T, mmMcomzMM^&cM^T^yWtfDmikftmx 

[oi87] ^fd, r/v^mu^mKT/v^m^p^Wi^xt^m^m^K^-f^, tjv 
iofcm%<7>ffi.mb-rz^b&x%z> 0 Md^ma-t, tcb^it, r/^^m^mimitm 

%5fcm%b-fZZ.btfX%Z> 0 
[0188] &:J3 N WltQMcDfcffcWMl'Z, f~b^±misf~£?^10°C£X±60 o C£lT(DU&b 

r^^-e^5o fc£;lte\ 15XlSXli50 o C&,T b~r&^b&X%Z) 0 
[0189] ^7c, Tv7WbSJ£W3Mte\ nRZMT;\siJ^mtefc%t}bTfr%>&<Dfti±. ( 




WO 2005/078447 40 PCT/JP2004/012107 

[0190] ^7c, 5^jT*tiW^W#\ ift5^^fK©^r^y^©p H 1t\ 
[0191] fci:;L«\ ^W^(D-<7 0 ^-K^^N^^fca^(Dj;5^> ^T^K^-Mt 

^mm^xv^y^T^^^m^^-r^M^a^ to^m^^^m 
-sh) ^^7^^^^/Hb^t°y i?j\>^M\Lt£¥-*m^, TO^^ii^m^ 

&X%Z> 0 

[0192] ^fc, fff^ffi^ttSSJ^ffif^ T/V^mM 

^b^v), KJ^m^\H^(DiK / 7f(DUA^^-mmm\^m±'r^b^x^ 0 
[0193] ^ Kjt^^mm^^^^^M^m^n^xhxv\ ^5-r*m\ n 



WO 2005/078447 41 PCT/JP2004/012107 

[0194] ^\ t^J^a^*5v^T, ^>scDt: o y^^^#^Ttj:v\ ^-r&^tKXV 

[0195] iu«)S^^ifci, HJ^^rt^a^-rss^^^^b^, c^sr 
[oi96] ^(DR^n, N-Ti/Mki%mffiw^^v<D&mun\zttL.x, &m^m 

[0197] 7/^y^«*feiLT, S^iaS*"e#ii.b7c|^t3:jgE^S^ffiS:^C5P5t), 



WO 2005/078447 42 PCT/JP2004/012107 

[0198] ft jfMMBmK^^x-h, m~(Dmmmm<Dm^-tmm^ r/^^mm^ 

[0199] 3:7c, T/>^7^M7fc^f*S^^^oTM»^tL57^*, ^^^H^bT^-TS 

[0201] ftfc\ rcD^^^^v^, M^m^n^t, %.j&%kfo<DWtm&&3xu 
[0202] ^/c, — RMffcZfritt-tty-^v^mfrh, tctzLi^ ±f2^(ir) xmm&tiz 

[0203] m^m^cM^T^/m^mum^Mmmjim^n^Rjtu, ^<th, s. 
ti^5-^^y^mm^(Dmm^^M^r^m(D^mmnb(D^m(DmR 
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o 

[0205] ^t, c*)St5/^om^^?s^cd^^^, mm-r^r/^>m^7k 

[0206] MS^gv^SMMfiJfL, nmbT^MM^T^ 

#^50°C^"C110B#P^ N 60°C^T50~ 60B#5§, 80°C^T24B#^> 100°C^T4 
[0207] ^X^112^*5V>-C, f^MJlXfli:LTjP^a^T5o £T> — jI^Ct^ 

[0208] ^fc, r<D££\ ^^K^^t-^-rSiry^aSirhW^^aMiJ^CDtFndr 

[0209] m^m^mia^ mM\^m.m^mit^m^tL\-tm^Tv^it^m(D7^m 
mzxr^^^mzf^^K-r^b^x^ &ft* tk^^l^^^— ^ 



WO 2005/078447 44 PCT/JP2004/012107 

[0210] mm&$mm^mk&toki,x, tzb&ttftftfm%i&& j *%.zzk&~e%z>m 

[0211] fcirxi«\ ^^^cD^^UTt'y^^S— 15^%mS, i^ftf^W^ 

[0212] ^7c, &mmv\-z7kfrtt%!m-t2>itit>s *<Dmf$jE&—fe&..tk'rz>zLb&!&m 

fct?U^ l00 o C£lTb-rZ>^b^X*%Z> o Mfo#m&m 
^K^T-TZtMa^ fcb^ai00 o C^fc^tiX^=Fi&^^umbi-^b^ 

[0213] «£L3S£5febfcfL &^©M*^^te^tok#^3^*U f£0H-5 

mf%z.b&x%& 0 ^(DVy-fr^ymm^s mi±^^xn^b^x^ 0 wt, ^<d 

[0215] ^>^ii4^T > ^^(D^fK^^wc^ror^/tas^^tlL 

^xh, v^mmmm<Dr^ym^MT^-riy/^tmMm^^nx^^ 
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[0216] ~ti4» (Dun, -rtztt, \B^ntchvy^mi\:^mm^^^Wr^^ 

[0218] ^tf^i^-^W^LT, N^T^/S^^t/y^^MiJIS^T^/ 

M^M^XN-TZ/Mki&^&ffjbbhl^ tyyai(-NH-CH(CH oh)-co 

2 

-) ^W^^S (-NH-CH (CH (CH ) OH) -CO-) §tKn^v^C 

3 

[0219] £©«fc5fc, *^Jfe^^#8rCEu -<^FO^^(^*3itST^K^(D^DT^ 
[0220] £33, ^H»^-*5V^T, ^^fflV^^f^^tLWSfllX^^^ S*flsMg 
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[0221] -&tt, ^mmmmcD^mKm^mmmm^mm^m^mmu c*s©i* 

[0222] i^_b, «PJf£flMmm^^M^b/c 0 ^f,Olt^ltti^tfc»)i« 
[0223] fc^^L^, ^T»#fifti^ ^K^fSfflrt^bT^-CfeSo 

tt^bir%mm^y°^<Dm%mM^M^x, ^mh^t, io°c~ 6cfc<di6l 



WO 2005/078447 



47 



PCT/JP2004/012107 
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(3) Mmfcmm2~4<DT/v%>m<DMfommm7kMbvx, mm%t2~4<Dmm 

(4) mmT/v^iymMMbvx, m^mm^m^^^b^mb-r^mo 

(5) tuiBT ■ /v^mmM^m-r^mmzm^x \ mmm^mm^ 

bX\ Mj&£tuX^ZZbZ!ftWb-rZ)jjmo 

(7) tfjfBT/^^«zK^^lJffl-r§^?i^^b-r, ^(DifiSte, 50°C^_h80°C 

vat (Dmm\^mui$th&umb^^b%mmb-rttm a 

^—^(DK^^^^U^m^mWrrhXMb, 
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feu cM^xmm^x, cM^r^ymmmmm^^nnt^Mc^ 

^^KOC^Sffifc^T, _hfB— Jt£5£ (HI) "e*IS$n55-^f-)/P>«3tS: 

m<DXMk&&u 
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51 



PCT/JP2004/012107 



[0224] (MMM) 

[0225] (HJfiMD 

[0226] (y/v«^tW£^£5^llf) 

Si 2. 5W*%<D^yT^y/VT^Ky/V_ht^^hb, «^C&lbLfc 0 ^LT, CBB 
[0227] (^/KOKtK) 

[0228] (rir^/Hb^it^c^r^ym^Si^) 



WO 2005/078447 52 PCT/JP2004/012107 

[0229] Z.(DlMWki%ft<Dm^ mjJ, WmV$M\^X\^fM^ *;kA75KOSitfo 
Kn^^-^-^SO-T-fer^vW^ fn^M(-NH-CH(CH -C H -OH)- 

2 6 4 

[0230] ££>m, ?»PL7c^7l^ HH£#£*lTV ^^/^b^^^bT^ykg^fc 

^?^^ 5 iitT-r5o JWW^te, ^^(DCMm^te^X, _LfB5£(IaK (lb) 
$3«fctf (II') <Z)50SSB§£f!T, -y-y 'n^M^^tS^fKiwc*^ 

[0231] C^T^y^^M^^J^^SiS^jl^T-r^^, ^/I^IU*. ^Pt^^C^T 
[0232] (t»3S) 

2O#H0«#Lfc o DMAE7K^*RSri"C7^ 0 iffc^DMAEzK^^lmL^ 

ftAL, ££>fcl20#[HJflH$Ui:&, DMAE7K^S:ttfco ^©DMAE^I© 

ALT20^Kil#Lfc^, t^tfc»WLoo, ^^(W&Jt £6 0°C^ 
[0233] iMlfM^Hifcl, ^rt^a^i-SzK^fe^L, m%s^l^T±h~hV 
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^wf3[ufTV\ mrmtf ^ (Df&fcttmt^o n^mm^m\ ?M*m<vum 

[0234] (hyy^^mm^^y^vmKit) 

[0235] gkmm&Mu ^ffiw^/^mK&Athfcm^ft^ hv^is^j&m&WL* 



[0236] ^^axfM^^^S^M^io-C^, ^fK©N*«©7^Il:tt 

[0237] ^^•^^ntVcD^n^V^^K^^^^r^/M^Jfmt^iJ^bTfc^, 

m7K^x^{cr/^^>mm(Dcmmm^^^mwf^m\ i53r^ym 

frtbteZhkfD^tf-FMkfe, l-31(MB^J#-^2), 32-139 (BS^IJ##3) X 140-15 

3 (@b^ij#^-4) (D#^^T^/miB^j^if if^^by^v'^m^^tt^c 

[0238] by^^m^^ioT^ntfV^^K^^^^'fb^^St, -<^Kif^tt^ 



-LM-r 
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[0239] hv^y^m^mmnn^mx.f^ m^ut^^m^mmj^o ^i&zti 

[0240] im&ffi&£xfic$mT$;wm&i<Dft$f) 

[0241] ft 33, MALDI-TOF-MS3SBS:^JM*t'5S03e*Cfi, ^^Ho^gfJte:, 

[0242] aK^^^e— K^Sfl^t, *#T>r7*—\f<DWl£k&tt&Vttkz.^ 

—?kVX, 1-31 (DU^T^/m^m XXI, 140-1 53©8B5>T^/BfcBB#ISrg"ti' 
[0243] 32-139(Df^T57^ia^J^, N-Ti?5Vl^01ftflft£;frfcy ^«l^^*3 

^5^»fTM^i-578-i02(D^^r57mia^j^tB^^6^ o ^Ki|if>t^BW$ 



WO 2005/078447 



55 



PCT/JP2004/012107 



[0244] ^i^>r^*— Kt^^^— KoJfflJtJ^mSrJt^-t-SrttiiJ; 

[0245] 08« N ^#"7^^*- V<DUWfc&V%bfr1t^tt^9\*JV&^^WQlbZ> a MS 

-era, 140-1 53(D^^r5ym@a^j(Dc^^iij-<^Kiff>t^in^T, c*«sr^y 



[0246] Dgl] 



„ »° 



1 



m/z 


A m 


MM 




1635.9 






N DI A AK( Ac ) YK( Ac ) E LG FQ G 


1579.0 


56.9 


-Gly 


N DI A AK( Ac ) YK( Ac ) E LG FQ 


1450.9 


128.1 


-Gln-Gly 


NDIAAK(Ac)YK(Ac)ELGF 


1303.4 


147.5 


-Phe-Gln-Gly 


NDIAAK(Ac)YK(Ac)ELG 


1245.3 


58.1 


-Gly-Phe-Gln-Gly 


NDIAAK(Ac)YK(Ac)EL 


1133.6 


11 1.7 


-Leu-Gly-Phe-Gln-Gly 


NDIAAK(Ac)YK(Ac)E 


1004.7 


128.9 


-Glu-Leu-Gly-Phe-Gln-Gly 


NDIAAK(Ac)YK(Ac) 



[0247] 08*5<t^l«ti9, M7kmm&m^fz*mi&Mfc&Z>mft.ftMK3:V), C^frh 
6ocDT^/^ "t-ftt>^ Py^y PWV/^ y^/VT?^, FVi/^, n-fv^ 

^1//b\ 0 



[0248] ^_hj;i9, ^-©^w^i8^fa*(D^&^ijM-r5-^-^ N ^mn^(D^^-vm 
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[0249] y^^s^^ttshy^^m^^s^c^^Kif^-^sc^T^/^ia 

[0250] t£$5, ^llffiM^fflV^c^^-^^n^VW^n^V^^K^^^tt, 



[0251] («M2) 

#3r, 60°C N 16B#r H ^b7to 
[0252] #b^fcl^Hcol>-C, Ji3ziiOMtl^^^L-rKS^/T^fo/5:o @9(i, 

[0253] D3I2] 
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m/ z 


A m (IB 




1 636 44 






NDIAAK(AfOYK(A*OFLGFQG 


1578.45 


57.99 


-Gly 


NDIAAK(Ac)YK(Ac)ELGFQ 


1450.47 


127.98 


-Gln-Gly 


NDIAAK(Ac)YK(Ac)ELGF 


1303.49 


146.98 


-Phe-Gln-Gly 


NDIAAK(Ac)YK(Ac)ELG 


1245.46 


58.03 


-Gly-Phe-Gln-Gly 


NDIAAK(Ac)YK(Ac)EL 


1134.60 


113.00 


-Leu-Gly-Phe-Gln-Gly 


NDIAAK(Ac)YK(Ac)E 


1004.51 


130.00 


-Glu-Leu-Gly-Phe-Gln-Gly 


NDIAAK(Ac)YK(Ac) 



[0254] ^^2omn%(D\fv^7^mmK2mwmn^ c^m<omik^M<o: 
[0255] ^^2om%%(D\fyi?^7kmm\^wmnL-, c*ffi©iMi®^# 



[0256] 011, *3«fc'0 ! *2«fc»9, ^-^^W^i-fS«c©^&^fflV 



[0258] 010*5^11111^1119^^^^, 20f*fI%(Dt o yv?^7W§^fflV^c +B - 



5 0 HI11«J;«9, 60 o CirV^^^l^^PB^#^*5V^T, lBtMWVvtf 1 ^^ 
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